ABSTRACT
in Neu5Gc (GM1-Gc) is a much better ligand for SV40 than its Neu5Ac-carrying 80 counterpart (GM1-Ac) (10), in line with the presence of Neu5Gc in simian 81 species. While structural data are only available for SV40 VP1 pentamers bound 82 to GM1-Ac (11), they nevertheless provide a framework for understanding the 83 enhanced affinity of the virus for GM1-Gc. SV40 engages the Neu5Ac moiety of 84 GM1-Ac in a shallow pocket, with its N-acetyl group facing into a large cavity 85 lined with polar and hydrophobic residues. The cavity is much larger than would 86 be required to accommodate the methyl group of the N-acetyl chain, and it could 87 easily accept an N-glycolyl chain (11). As shown in Figure 2A , the predicted 88 conformations of the CH 2 -OH group of Neu5Gc would result in additional water-89 mediated hydrogen bonds with surrounding polar side chains of residues R169 90 and Q187 as well as the backbone carbonyl of H61, thus providing a structural 91 basis for the observed stronger interaction between SV40 and GM1-Gc 92 compared with GM1-Ac. 
